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REMARKS 

This amendment is submitted prior to examination of the above-identified Divisional 
Patent Application. The specification has been amended to insert a priority claim to U.S. 
Patent Application Serial No. 09/453,307 filed December 12, 1999, which is a continuation-in- 
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part of International Application No. PCT/US99/12312, filed June 3, 1999, which application 
is a continuation-in-part of U.S. Patent Application Serial No. 09/090,492 filed June 3, 1998, 
which application, in turn, is a continuation-in-part of International Application No. 
PCT/US97/22406 filed December 3, 1997, which, in turn, claims priority benefit of U.S. 
Provisional Application No. 60/033,159, filed December 13, 1996. Claims 3-5, 7, 13, 15 to 
21 and 42 have been canceled and claims 1, 2, 8, 11, 12, 22, 23 and 25-29 have amended to 
limit the claims to subject matter restricted from the parent application, i.e.. Claim Group I. 

Attached hereto is a marked-up version of the changes made to the specification and 
claims by the current amendment. The attached page is captioned " Version with markings to 
show changes made ." A favorable first action on the merits is respectfully requested. The 
Examiner is requested to telephone the undersigned if there are any issues requiring resolution. 

Finally, the Examiner is authorized to charge Applicant's Deposit Account No. 18- 
1982 for any charges in connection with this Preliminary Amendment. 



Aventis Pharmaceuticals Products Inc. 
Routes 202-206 
Mail Stop EMC-Gl 
Bridgewater, NJ 08807-0800 
Telephone: (908) 231-3800 
Facsimile: (908) 231-2626 



Respectfully submitted. 





Peter J.\aitch III 
Reg. No^SiaOS 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



In the specification: 

The paragraph beginning at line 5 of page 1 has been amended as follows: 

This application is a divisional of U.S. Application No. 09/453,307, filed December 
12, 1999, which is a continuation-in-part of International Application No. 
PCT/US99/12312, filed June 3, 1999, which is, in turn, a continuation-in-part of U.S. 
Application No. 09/090,492, filed June 3, 1998, which is, in turn, a continuation-in-part of 
International Application No. PCT/US97/22406, filed December 3, 1997, which -is-, in 
turn, claims priority benefit a continuation - in - part of U.S. Provisional Application No. 
60/033,159, filed December 13, 1996, now abandoned the disclosures of all of which are 
incorporated herein by reference . 

In the claims: 

Claims 3-5, 7, 13, 15 to 21 and 42 have been cancelled, without prejudice. 
Claims 1, 2, 8, 11, 12, 22, 23 and 25-29 have been amended as follows: 
1 . (Amended) A compound of formula I 



atom, or a bicyclic hctcroaryl group which includes a first proximal ring that is attached to 




wherein 




is a monocyclic hctcroaryl group containing at least one nitrogen 
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Z and a ring distal to said first ring, said distal ring including at least one nitrogen atom an 
optionally substituted moiety of formula 




in which W is NRiu wherein Rn is H, alkyl, aralkyl, heteroaralkyl or RsCQCCHz-, and A 
is CH: 

Z is alkylenyl, -(CH2)rC(0)NR"(CH2)s-, ■(CH2)sR"NC(0)(CH2) ,, - (CIIs ) .NR"(CIl3 >s- or 
-(CH2)sNR"(CH2)r-; 

Ri is hydrogen, alkyl, optionally substituted alkyl, alkenyU optionally substituted alkenyl, 
aralkyl, optionally substituted ar alkyl, heteroaralkyl, optionally substituted heteroaralkyl, 

R'0(CH2)x-, R'02C(CH2)x-, R'C(0)(CH2)x-,y1y2nC(0)(CH2)x- or y1y^N(CH2)x-; 

R' and R" are independently hydrogen, alkyl, optionally substituted alkyl, aryl, optionally 
substituted aryl, heteroaryl, optionally substituted heteroaryl, aralkenyl, optionally 
substituted aralkenyl, heteroaralkenyl, optionally substituted heteroaralkenyl, aralkyl, 
optionally substituted aralkyl , heteroaralkyl or optionally substituted heteroaralkyl; 

R2 is hydrogen, aralkyl, optionally substituted aralkyl, heteroaralkyl, optionally 
substituted heteroaralkyl, aralkenyl, optionally substituted aralkenyl, heteroaralkenyl, 
optionally substituted heteroaralkenyl, R3R4NC(0)(CH2)x-, R3S(0)p- or R3R4NS(0)p-; 

R3 is hydrogen, alkyl, optionally substituted alkyl, cycloalkyl, optionally substituted 
cycloalkyl, heterocyclyl, optionally substituted heterocyclyl, aryl, optionally substituted 
aryl, heteroaryl, optionally substituted heteroaryl, aralkyl, optionally substituted aralkyl, 
heteroaralkyl, optionally substituted heteroaralkyl, aralkenyl, optionally substituted 
aralkenyl , heteroaralkenyl or optionally substituted heteroaralkenyl, or Ri and R3 taken 
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together with the -N-S(0)p- moiety or the -N-S(0)p-NR4- moiety through which Ri and R3 
are linked form a 5 to 7 membered heterocyclyl or optionally substituted heterocyclyl; -and 

R4 is hydrogen, alkyl, optionally substituted alkyl, cvcloalkyl, optionally substituted 
cycloalkyl , arvU or optionally substituted aryl, heteroaryl, optionally substituted 
heteroaryl, aralkyl, optionally substituted aralkyl , heteroaralkyl or optionally substituted 
heteroaralkyl, or R3 and R4 taken together with the nitrogen to which R3 and R4 are attached 
form a an optionally substituted 4 to 7 membered heterocyclyl or substituted heterocyclyl : 

Xi and Xia are independently selected from H, alkyl, optionally substituted alkyl, aryl, 
optionally substituted aryl, aralkyl, optionally substituted aralkyl, heteroaryl, optionally 
substituted heteroaryl, heteroaralkyl, optionally substituted heteroaralkyl, or Xi and Xia 
taken together form 0x0; 

X2 and X2a are H, or taken together form 0x0; 

X3 is H, hydroxy, alkyl, optionally substituted alkyl, aryl, optionally substituted aryl, 
heteroaryl, optionally substituted heteroaryl, aralkyl, optionally substituted aralkyl^ 
heteroaralkyl or optionally substituted heteroaralkyl, or X3 and one of Xi and Xia taken 
together form a 4 to 7 membered cycloalkyl; 

X4 is H, alkyl, optionally substituted alkyl, aralkyl, optionally or substituted aralkylr-of 



X5, Xsa and Xjb are independently selected from H, R5R6N-, (hydroxy)HN-, (alkoxy)HN-, 
or (amino)HN-, R7O-, R5R6NCO-, R5R6NSO2-, R7CO-, halo, cyano, nitro and 




R8(0)C(CH2)q-, and when: 




is a bicyclic heteroaryl group, one of X5, and 
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is a substituent that is alpha to a nitrogen of the said distal ring of ^ that is 

distal to Z and is selected from the group consisting of H, hydroxy and H2N-, (lower alkyl 
and optionally substituted lower alkyl)HN (hydroxy)HN-, (alkoxy)HN-T^o^ and 
(amino)HN-; 

12 

Y and Y are independently hydrogen, alkyl, optionally substituted alkyl, aryl, 
optionally substituted aryl, heteroaryl, optionally substituted heteroaryl, ar alkyl, 

optionally substituted aralkyl , heteroaralkyl or optionally substituted heteroaralkyl, or Y^ 

2 12 
and Y taken together with the N through which Y and Y are linked form a 4 to 7 

membered heterocyclyl; 

R5 and R6 are independently H , lower alkyl or optionally substituted lower alkyl, or one of 
R5 and R6 is H and the other of Rs and Re is R8(0)CCH2- or lower acyl; 

R? is H, lower alkyl, optionally substituted lower alkyl, lower acyl or R8(0)CCH2- ; 

Rs is H, lower alkyl, optionally substituted lower alkyl, alkoxy or hydroxy; 

m is 1 , 2 or 3 ; p and r are independently 1 or 2; q is 0 or 1 , s is 0, 1 or 2; and 

X is 1, 2, 3, 4, or 5, or 

a pharmaceutically acceptable salt thereof , -an- N-oxide thereof , a hydrate thereof or -a 
solyate thereof. 



2. (Amended) The A compound of claim 1 , formula I 
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-{I) wherein 



^ is a bicyclic hctcroaryl which includes a first proximal ring that is attached to 

Z and a ring distal to said first ring, said distal ring including at least one nitrogen atom; 

Z is alkylenyl; 

Ri is hydrogen, alkyl, optionally substituted alkyl, aralkyl, optionally substituted aralkyl, 
heteroaralkyl, optionally substituted heteroaralkyl, R'0(CH2)x-» R'02C(CH2)x-, 

y1y^NC(0)(CH2)x-, or y1y2n(CH2)x-; 

R' is hydrogen, alkyl, optionally substituted alkyl, aralkyl, optionally substituted aralkyl^ 
heteroaralkyl or optionally substituted heteroaralkyl; 

R2 is R3S(0)p- or R3R4NS(0)p-; 

R3 is alkyl, optionally substituted alkyl, cycloalkyl, optionally substituted cycloalkyl, 
heterocyclyl, optionally substituted heterocyclyl, aryl, optionally substituted aryl, 
heteroaryl, optionally substituted heteroaryl, aralkyl, optionally substituted aralkyl, 
heteroaralkyl, optionally substituted heteroaralkyl, aralkenyl, optionally substituted 
aralkenyl , heteroaralkenyl or optionally substituted heteroaralkenyl, or Ri and R3 taken 
together with the -N-S(0)p- moiety or the -N-S(0)p-NR4- moiety through which Ri and R3 
are linked form a 5 to 7 membered heterocyclyl or optionally substituted heterocyclyl; -and 
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R4 is alkyl, optionally substituted alkyl, cvcloalkvK optionally substituted cycloalkyl , aryl, 
or optionally substituted aryl, heteroaryl, optionally substituted heteroaryl, aralkvh 
optionally substituted aralkvl , heteroaralkyl or optionally substituted heteroaralkyl, or R3 
and R4 taken together with the nitrogen to which R3 and R4 are attached form _a_ -an 
optionally substituted 4 to 7 membered heterocyclyl or substituted heterocyclyl ; 

1 2 

Y and Y are independently hydrogen, alkyl, optionally substituted alkyl, arvL 
optionally substituted aryl, ar alkyl, optionally substituted aralkyl , heteroaralkyl or 

1 2 

optionally substituted heteroaralkyl, or Y and Y taken together with the N through which 
1 2 

Y and Y are linked form a 4 to 7 membered heterocyclyl; 

a pharmaceutically acceptable salt thereof , -an- N-oxide thereof , a hydrate thereof or -a 
solvate thereof. 

8. (Amended) The compound of claim 1 wherein Ri is H, heteroaralkyl, 
optionally substituted heteroaralkyl, aralkyl, optionally substituted aralkyl , alkyl or 
optionally substituted alkyl. 

1 1 . (Amended) The compound of claim 9 wherein R3 is phenyl, optionally 
substituted phenyl, naphthyl, optionally substituted naphthyl, thienyl, optionally 
substituted thienyl, benzothienyl, optionally substituted benzothienyl, thienopyridyl, 
optionally substituted thienyopyridyl, quinolinyl, optionally substituted quinolinyl, 
isoquinolinyl or optionally substituted isoquinolinyl. 

12. (Amended) The compound of claim 1 wherein Z is methylenyl and m is 1 . 
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22. (Amended) The compound of claim wherein Z is bonded to said 
moiety through the 5 membered ring. 

23. (Amended) The compound of claim 1 wherein one of X5, X^^ and is a 



substituent that is on the proximal ring of bicyclic ^ ring proximal to Z , at a 





position that is alpha to where Z is attached to — ^ and is selected from the group 
consisting of H, hydroxy and amino, 

25. (Amended) The compound of claim 1 wherein one of X5, X^^ and that 

0 

substitutes the distal ring of ^ distal to Z at the position alpha to a nitrogen 

thereof is H or (H, lower alkyl, optionally substituted lower alkyl loweralkyl , hydroxy or 
amino)HN-. 



26. (Amended) A compound according to claim 1 which is selected from 

3 - [[l - ( 4- Aminoquinolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (R) - yl] (5 chloro lH - indol - 2 - 
ylmethyl)amino]propionic acid methyl ester; 

l - ( 4- Aminoquinolin - 7 - ylmcthyl) - 3 - (R) - [(5 - chloro - lII - indol - 2 - ylmcthyl) (3 
cthylbutyl)amino]pyrrolidin 2 one; 

1 ( 4 Aminoquinolin 7 ylmcthyl) - 3 - (R) [benzyl (5 chloro IH indol 2 
ylmcthyl)amino]pyrrolidin - 2 - onc; 

l - ( 4- Aminoquinolin - 7 - ylmcthyl) - 3 - (R) - [(5 - chloro - lII - indol - 2 - ylmcthyl)thiazol - 5 - 
ylmcthylaminojpyrrolidin 2 one; 
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l - ( 4- Aminoquinolin - 7 - ylmcthyl) - 3 - (R) - [(5 - chloro - lH - indol - 2 - ylmcthyl) - (2H - py 
ylmcthyl))amino]pyrrolidin - 2 - onc; 

l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 3 - (S) - [(6 - chlorobcnzo[b]thiophcn - 2 - 
ylmcthyl)amino]pyrrolidin - 2 - oiic; 

l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 3 - (S) - [(6 - chlorothicno[23 - b]pyridin - 2 - 
ylmcthyl)amino]pyrrolidin - 2 - onc; 

1- (4-Aminoquinazolin-7-ylmethyl)-3-(S)-[(lH-pyrrolo[2,3-c]pyridin-2- 
ylmethyl)amino]pyrroIidin-2-one; 

3 - {[l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (S) - ylamino]mcthyl} - l^ 

2 - onc; 

1 - (7 - Aminothicno[3,2 - b]pyridin - 2 - ylmothyl) - 3 - (R) - [(5 - chloro - lH - indol - 2 - 
ylmcthyl)amino]pyrrolidin - 2 - oiic; 

2- (5-Chlorothiophen-2-yl)ethenesulfonic acid [2-oxo-l-(lH-pyrrolo[3 ,2-c]pyridin-2- 
ylmethyl)pyrrolidin-3-(R)-yl] amide; 

{[2-(5-Chlorothiophen-2-yl)ethenesulfonyl]-[2-oxo-l-(lH-pyrrolo[3,2-c]pyridin-2- 
ylmethyl)pyrrolidin-3-(R)-yl]amino}acetic acid isopropyl ester; 

l - ( 4- Aminoquinolin - 7 - ylmethyl) - 3 - (R) - [(5 - chloro - lH - indol - 2 - ylmethyl)amino]pyrrolidi 
onef 

5 - Chloro - lH - benzoimidazole - 2 - 3uIfonic acid [l - ( 4- aminoquinolin - 7 - ylmcthyl) - 2 - 
oxopyrrolidin 3 (R) yl]amidc7 - Methoxynaphthalcnc - 2 - 3ulfonic acid [1 (1 aminoisoquinolin 
7 - yl - mcthyl) - 2 - oxopyrrolidin - 3 - (R,S) - yl] amide trifluoroacctatc; 

7 - Mcthoxy naphthalcnc - 2 - 8ulfonic acid [ 1 - ( 1 - aminoisoquinolin - 7 - y 1 - mcthy l) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide hydrochloride; 
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7 - Mcthoxynaphthalcnc - 2 - sulfonic acid [l - (l - aminoi8oquinolin - 7 - yl - mcthyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide trifluoroacctatc; 

7 - Mcthoxyiiaphthalciic - 2 - sulfonic acid [ 1 - ( 1 - aminoi3oquinolin - 7 - y I - mcthy l) - 2 - 
oxopyrrolidin - 3 - (R) - yl] amide trifluoroacctatc; 

7 - Mcthoxy naphthalcnc - 2 - sulfonic acid [ 1 - ( 1 - hydroxy isoquinolin - 7ylmcthyl) - 2 - 
oxopyrrolidin 3 (R,S) yl] amide; 

7 - Mcthoxynaphthalcnc - 2 - sulfonic acid [1 - (1 - amino i8oquinolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 
3 - (R,S) - yl] mcthylamidc trifluoroacctatc; 

7 - Mcthoxynaphthalcnc - 2 - sulfonic acid [l - (l - aminoi3oquinolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 

3 - (S) - yl] methyl amide trifluoroacctatc; 

Bcnzo[b]thiophenc - 2 - sulfonic acid [1 (l - aminoisoquinolin 7 ylmcthyl) 2 oxopyrrolidin 3 
(S) - yl] amide trifluoroacctatc; 

6 - Chloro - bcnzo[b]thi o ph e n e- 2 - 8ulfonic acid [l - (l - ammoisoquinolin - 7 - ylmcthyl) - 2 - 
oxopyrrolidin 3 (S) yl] amide trifluoroacctatc; 

7 - Mcthoxynaphthalenc - 2 - 8ulfonic acid [1 - ( l - amino - 6 - methoxyi3oquinolin - 7 - ylmethyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide hydrochloride; 

7 - Methoxynaphthalcne - 2 - sulfonic acid [l - (6 - mcthoxyi3oquinolin - 7 - ylmethyl) - 2 - oxo 
pyrrolidin - 3 - (S) - yl] amide trifluoroacctatc; 

4- (2 - Chloro 6 nitophenoxy)benzene 3ulfonic acid [1 - (1 amino 6 - mcthoxy i3oquinolin - 7 - 
ylmcthyl) - 2 - oxopyrrolidin - 3 - (S) - yl] amide trifluoroacctatc; 

7 - Methoxynaphthalene - 2 - 8ulfonic acid [1 - (1 ,6 ■ diaminoi8oquinolin - 7 - yl - mcthyl) - 2 - 
oxopyrrolidin ^ 3 (S) yl] amide trifluoroacctatc; 
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6 Chloro bcn2o[b]thiophcnc 2 sulfonic acid [1 (1,6 diaminoisoquinolin 7 yl methyl) - 2 oxo 
pyrrolidin - 3 - (S) - yl] amide trifluoroacctatc; 

7 Mcthoxynaphthalene 2 sulfonic acid [l - (2 aminoquinolin 7 ylmcthyl) 2 oxopyrrolidin 3 - 
(S)yl] amide trifluoroaeetate; 

6 Chloro benzo[b]thiophcnc - 2 - sulfonic acid [l - (2 - aminoquinolin - 7 - ylmcthyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide trifluoroaeetate; 

Bcnzo[b]thiophcnc - 2 - sulfonic acid [ l - (2 - aminoquinolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (S) - 
yl] amide trifluoroaeetate; 

7 - Mcthoxynaphthalcnc - 2 - sulfonic acid [l - (2 - aminoquinolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - 
(S) - yl] methyl amide trifluoroaeetate; 

7 - Mcthoxynaphthalene - 2 - sulfonic acid [l - (2 - hydroxyquinolin - 7 - ylmethyl) - 2 - oxopyrrolidin - 
3 - (S) - yl] methyl amide; 

7 - Methoxynaphthalene - 2 - sulfonie acid [ 1 - (2 - aminoquinolin - 5 - ylmethyl) - 2 - oxopyrrolidin - 3 - 
(S) yl] amide trifluoroaeetate; 

7 - MethQxynaphthalene - 2 - sulfonie acid [l - (2 - aminoquinolin 5 - ylmethyl) 2 oxopyrrolidin - 3 - 
(S) - yl] methyl amide trifluoroaeetate; 

7 - Mcthoxynaphthal e nc - 2 - sulfonic acid [l - (2 - hydroxyquinolin - 5 - ylmethyl) 2 oxopyrrolidin 
3 - (S) - yl] methylamide; 

7 - Mcthoxynaphthalcne"2 - 3ulfonic acid [l - (2 aminoquinolin 6 ylmcthyl) 2 oxopyrrolidin - 3 - 
(S) - yl] amide; 

7 Mcthoxynaphthalene 2 sulfonic acid [l - (2 - hydroxyquinolin - 6 - ylmethyl) - 2 - oxopyrrolidin - 
3 (S) yl] amide; 
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7 - Mcthoxynaphthalcnc - 2 - sulfonic acid [l - (lII - bcnzimidazol - 5 - ylmcthyl) - 2 - oxopyrrolidin - 3 
(S) yl] amide trifluoroacctatc; 

7 - Mcthoxynaphthalciic - 2 - sulfonic acid [2 - (lH - bciizimidazol - 5 - ylcthyl) - 2 - oxopyrrolidin - 3 - 
(S) yl] amide trifluoroacctate; 

7 - Mcthoxynaphthalenc - 2 - sulfonic acid [ 1 - ( 4- aminoquinazolin - 6 - y lmcthyl) - 2 - oxopyrrolidin - 
3 - (S) - yl] mcthylamidc trifluoroacctate; 

7 Methoxynaphthalenc 2 sulfonic acid [1 ( 4 aminothicno[2,3 - d]pyrimidin - 6 - yl - methyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide trifluoroacctate; 

7 - Mcthoxynaphthalenc - 2 - sulfonic acid [2 - (6 - aminothicno[2,3 - d]pyrimidin - 6 - yl - methyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide trifluoroacctate; 

7 - Mcthoxynaphthalcne - 2 - 3ulfonic acid [l - (7 - aminothieno[2,3 - c]pyridin - 3 - yl - methyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide trifluoroacctate; 

7 - Methoxynaphthalenc - 2 - sulfonic acid [l - (7 - hydroxythieno[2,3 - c]pyridin - 3 - yl - methyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl] amide trifluoroacctate; 

7 - Methoxynaphthalenc 2 sulfonic acid [l - ( 4- aminothicno[3,2 c]pyridin 3 yl mcthyl) - 2 - 
oxopyrrolidin - 3 - (R,S) - yl] amide trifluoroacctate; 

7 - Methoxynaphthalenc - 2 - sulfonic acid [l - ( 4- hydroxythicno[3,2 - c]pyridin - 3 - yl - methyl) - 2 - 
oxopyrrolidin - 3 - (R,S) - yl] amide trifluoroacctate; 

Bcnzo[b]thiophcne - 2 - sulfonic acid [l - ( 4- aminothieno[3,2 - c]pyridin - 3 - yl - methyl) - 2 - 
oxopyrrolidin - 3 - (R,S) - yl] amide trifluoroacctate; 

Thieno[3,2 - b]pyridine - 2 - sulfonic acid [l - (l - amino - i3oquinolin 7 ylmcthyl) 2 oxo 
pyrrolidin - 3 " (S) - yl] - amide; 
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Thiciio[2,3 - b]pyridiiic - 2 - sulfonic acid [l - (l - amino - isoquinolin - 7 - ylmcthyl) 2 oxo 
pyrrolidin - 3 - (S) - y 1] - amide ; 

4- Pyridin - 3 - yl thiophcnc - 2 - sulfonic acid [l - (l - amino - isoquinolin - 7 - ylmcthyl) - 2 - oxo - 
pyrrolidin - 3 - (S) - yl] - amid e ; 

5'Chloro-[2,2']bithiophenyl-5-sulfonic acid [2-oxo-l-(lH-pyrrolo[3,2-c]pyridin-2- 
y Imethy l)-py rrolidin-3 (S)-y 1] -amide ; 

2-(5-Chloro-thiophen-2-y l)-ethenesulfonic acid [2-oxo- 1 -( 1 H-py rrolo [3 , 2-c]py ridin-2- 
ylmethyl)-pyrrolidin-3-(S)-yl]-amide; 

5' - Chloro - [2,2']bithiophcnyl - 5 - sulfonic acid [l - (l - aminQ - isoquinolin - 7 - ylmcthyl) - 2 - QXO - 
py rrolidin - 3 - (S) - y 1] - amide ; 

2 - (5 - Chloro - thiophen - 2 - yl) - cthenc3ulfonic acid - amino - isoquinolin - 7 - ylmcthyl) - 2 - oxo 
pyrrolidin - 3 - (S) - yl] - amidc; 

6 - Chloro - bcnzo[b]thiophcnc - 2 - sulfonic acid [l - ( 4- amino - quinazolin - 6 - yl - mcthyl) - 2 - 
oxopyrrolidin - 3 - (S) - yl]amidc trifluoroacctatc ; 

6 - Chloro - bcnzo[b]thiophcnc - 2 - sulfonic acid [l - ( 4- aminQ - thicno[2,3 - d]pyrimidin - 6 - yl - 
mcthyl) - 2 - oxQpyrrolidin - 3 - (S) - yl]amidc trifluoroacctatc; 

6 - Chloro - bciizo[b]thiophcnc - 2 - sulfonic acid [l - ( 4- amino - thicno[3,2 - d]pyrimidin - 7 - yl - 
mcthyl) - 2 - oxopyrrolidin - 3 - (S) - yl]amidc trifluoroacctatc; 

5^ — Chloro - [2,2']bithiophcnyl - 5 - 2 - 3ulfonic acid [l - ( 4- amino - thicno[3,2 - d]pyrimidin - 7 - yl - 
mcthyl) - 2 - oxopyrrolidin 3 (S) yljamidc trifluoroacctatc; 

Thicno[3,2 - b]pyridinc - 2 - sulfoiiic acid [l - (l,6 - diamino - isoquinolin 7 ylmcthyl) 2 oxo 
pyrrolidin - 3 - (S) - yl] - amidc; 
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2 - (5 - ChlQro - thiophcn - 2 - yl) - cthciicsulfonic acid [l - (l - ainino - isoquinolin - 7 - ylmcthyl) - 2 - oxQ - 
py rrolidin - 3 - (S) - y 1] - amide ; 

5 ' - Chloro - [2,2' ]bithiophcny 1 - 5 - sulfonic acid [ 1 - ( 1 - amino - i3oquiiiolin - 7 - ylmcthyl) - 2 - Qxo - 
pyrrolidin - 3 - (S) - yl] - amidc; 

2- (5-Chloro-thiophen-2-yl)-ethenesulfonic acid [2-oxo-l-(lH-pyrrolo[3 ,2-c]pyridin-2- 
ylmethyl)-pyrrolidin-3-(S)-yl]-amide; 

3 - (R) - 5 Chlorothiophcn - 2 - yl) - cthcncsulphonic acid [l - ( 4- aminoquinolin - 7 - ylmcthyl) - 2 - oxo - 
pyrrolidin - 3 - yl] amide trifluoroacctatc; 

2 (S) [[1 ( 4 Amino quinolin - 7 - ylmcthyl) - 2 - oxo - pyrrolidin - 3 - yl] - (6 - chloro - 
benzo[b]thiophcnC"2 - 9ulfonyl) - amino] - acetic acid methyl ester, trifluoroacctatc; 

2 (S) 6 Chloro bcnzo[b]thiophcnc - 2 - sulfonic acid [l - ( 4- amino - quinolin - 7 - ylmcthyl) - 2 - oxo - 
py rrolidin - 3 - yl] ■ amide , trifluoroacctatc ; 

2 (s) (5 ChlorQ - thiophen - 2 yl) cthenesulfonic acid [l - ( 4- amino - quinolin - 7 - ylmcthyl) - 2 " OXO - 
py rrolidin - 3 - y 1] - amide , trifluoroacctatc ; 

Thieno[3,2 - b]pyridinc - 2 - sulfonic acid [l - ( 4- amino - quinolin - 6 - ylmethyl) 2 oxo pyrrolidin 3 
(S) - y 1] - amide , ditr ifluoroacctatc ; 

N - (3 - Amino - pyridin -4- yl) - 2 - [3 - (7 - methoxy - naphthalcne - 2 - sulfonylamino) - 2 - Qxo - pyrrolidin - 

1 - yl] - acctamidc; 

2 - [3 - (7 - Methoxy - naphthalcnc - 2 - sulfonylamino) - 2 - oxo - pyrrolidin - l - yl] - N - pyridin -4- yl - 
acetamide; 

6 - Chlorobenzo[b]thiophcne - 2 - sulfonic acid (2 oxo - l - [2 - (pyridin -4- yl - amino)cthyl] - 
pyrrolidin - 3 - (S) - yl} - amide trifluoroacctatc; 
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5' - Chloro - [2,2']bithiophcnyl - 5 - sulfonic acid {2 - oxo - 1 ■ [2 ■ (pyriciin -4 ylamino) - cthyl] - 
pyrrolidin - 3 - y 1} - amide ; 

6 Chloro thicno[2,3 b]pyridinc - 2 - 3ulfonic acid {2 oxo 1 [2 (pyridin 4 ylamino) ethyl] 
pyrrolidin - 3 - yl} - amide trifluoacetate; 

Thicno[3,2 - b]pyridinc - 2 - sulfonic acid {2 - oxo - l - [2 - (pyridin 4 ylamino) ■ ethyl] - pyrrolidin 3 
yl} - amide ditrifluoroaeetate; 

2 - (5 - Chloro - thiophen - 2 - yl) - cthencsulfonic acid {2 - oxo - 1 [2 - (pyridin -4- ylamino) - cthyl] - 
pyrrolidin - 3 - yl} - amide ; 

(S) - 5' - Chloro - [2,2']bithiophenyl - 5 - sulfonic acid { l - [2 - (2 ■ amino - 3 - chloro - pyridin -4- 
ylamino) - cthyl] - 2 - oxo - pyrrolidin - 3 - yl} - amide ditrifluoroaeetate; 

(S) 6 Chloro - benzo[b]thiophene - 2 - 3ulfoiiic acid {1 [2 (2 amino 3 - chloro - pyridin - 4 - 
ylamino) - ethyl] - 2 - oxo - pyrrolidin - 3 - yl} - amidc ditrifluoroaeetate; 

((6 - Chloro - benzo[b]thiophene - 2 - sulfonyl) - {2 - oxo - l - [2 - (pyridin -4- ylamino) - cthyl] - 
pyrrolidin - 3( yl} amino) acetic acid methyl ester; 

((6 - Chloro - benzo[b]thiophene - 2 - sulfonyl) - {2 - oxo - l - [2 - (pyridin -4- ylamino) - ethyl] - 
pyrrolidin - 3 - yl} - amino) - acetic acid trifluoroacetate; 

6 - Chloro - benzo[b]thiophcnc - 2 - sulfonie acid allyl - {2 - oxo - l - [2 - (pyr idin -4- ylamino) - cthyl] - 
pyrrolidin - 3 - yl} - amide; 

6 - Chloro - bcnzo[b]thiophcne - 2 - sulfonic acid methyl - {2 - oxo - l - [2 - (pyridin -4- ylamino) - cthyl] 
pyrrolidin - 3 - yl} - amide; 

(S) - 2 - (5 - ChlorQ - thiophen - 2 - yl) - cthenesulfonic acid {l - [2 - (2 - amino - 3 - chloro pyridin 4 
ylamino) - ethyl] - 2 - oxo pyrrolidin - 3 - yl} - amidc trifluoroacetate; 
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(S) - Thicno[3,2 - b]pyridinc - 2 - 3ulfonic acid { l - [2 - (2 - amino - 3 - chlorQ - pyridin -4- ylamino) - 
cthyl] - 2 - oxo - pyrrolidin 3 yl) amide ditrifluoroacctatc; 

([2 - (5 - Chloro - thiophcn - 2 - yl) - cthcncsulfonyl] - {2 - oxo - l - [2 - (pyridin -4- ylamino) - cthyl] 
pyrrolidin - 3 - yl} amino) - acctic acid methyl ester; 

([2 - (5 - Chloro - thiophcn - 2 - yl) - cthcne3ulfonyl] - {2 - oxo - l - [2 - (pyridin -4- ylamino) - cthyl] - 
pyrrolidin - 3 - yl} - amino) - acetic acid isopropyl ester; 

([2 - (5 - Chloro thiophcn - 2 - y l) - cthcne3ulfony 1] - {2 - oxo - 1 - [2 - (py ridin - 4 - ylamino) - cthyl] - 
pyrrolidin - 3 - yl} - amino) - acetic acid trifluoroaeetate; 

2 - (5 - Chloro - thiophen 2 yl) ethcnesulfonic acid (2 - methoxy ethyl) (2 oxo 1 [2 - (pyridin -4- 
y lamino) - cthy 1] - pyrrolidin - 3 - yl} - amide trifluoroaeetate ; 

([2 - (5 - Chloro - thiophen - 2 - yl) - ethencsulfonyl] {2 oxo 1 [2 (pyridin 4 ylamino) - ethyl] ■ 
pyrrolidin - 3 - yl} - amino) - acetie acid ethyl ester trifluoroaeetate; 

3 - (5 - Chloro - thiophen - 2 - yl) - N - {2 - oxo - 1 - [2 - (pyridin -4- ylamino) - ethy 1] - pyrrolidin 3 - y 1} 
aerylamidc trifluoroaeetate; 

l - [l - ( 4- Aminoquinazolin - 7ylmethyl) - 2 - oxopyrrolidin - 3 - (S) - yl] - 3 - ( 4- chlorophenyl)urea 
trifluoroaeetate; 

N - [l - ( 4- Aminoquinazolin - 7 - ylmethyl) - 2 - oxopyrrolidin - 3 - (S) - yl] - 2 - (5 - ehlorothiophcn - 2 - 
yloxy)aectamide trifluoroaeetate; 

1 - ( 4- Aminoquinazolin - 7 - ylmethyl) - 3 - (S) - [(5 - chloro - lH - indol - 2 - ylmethyl)amino] pyrrolidin - 

2 - one trifluoroaeetate; 

l - [l - ( 4- Aminoquinazolin - 7 - ylmethyl) - 2 - oxopyrrolidin - 3 - (S) - yl] - 3 - (5 - chlorothiophen - 2 - yl) 
urea trifluoroaeetate and 5 - Chlorothiophene - 2 - earboxylic acid [1 ( 4 ominoquinazolin 7 
ylmcthyl) - 2 - oxopyrrolidin 3 ■ (S) - yl]amide trifluoroaeetate; 
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{[l - ( 4- Am i noquinazolin - 7 - ylmcthyl) - 2 - oxo - pyrrolidin - 3 - (S) - yl] - [3 - (5 - chloroti^^ 
yl)acryloyl]amino}acctic acid methyl ester trifluoroacctatc; 

6 - Chlorobciizo[b]thiophcnc - 2 - sulfonic acid [ l - ( 4- aminoquinazolin - 7 - ylmcthyl) - 2 - 
oxopy rrolidin - 3 - (R) - y 1] amide tr ifluoroacetatc ; 

Thicno[3 ,2 - b]pyridinc - 2 - sulfQnic acid [ 1 - ( 1 - aminoisoquinolin - T - ylmcthy l) - 2 - oxopyrrolidin - 
3 - (R) - yl]amide trifluoroacctatc; 

l - ( 4- Aminoquinolin - 7 - ylmcthyl) - 3 - (S) - [(5 - chloro - lH - indol - 2 - ylmcthyl)amino]pyrrolidin - 2 - 
one trifluoroacctatc; 

l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 3 - (S) - [3 - (5 - chlorothiQphcn - 2 - yl)allylamino]pyrrolidin - 2 
one trifluoroacctatc; 

N - [l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (S) - yl] - 3 - (5 - chlorothiophcn - 2 - 
yl)acrylamidc trifluoroacctatc; 

l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 3 - (S) - [(5 - chlorQ - lH - bcnzimidazol - 2 - 
y Imethy l)amino]pyrrolidin - 2 - onc trifluoroacctatc ; 

{[l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (S) - yl][2 - (5 - chlorothiophcn - 2 - 
yl)cthcnc8ulfonyl]amino} acetic acid methyl ester trifluoroacctatc; 

{[l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - Qxopyrrolidin - 3 - (S) - yl](5 - chloro - lH - indol - 2 - 
y Imethy l)amino] acetic acid methyl ester trifluoroacctatc; 

{[l - (Aminoquinazolin - 7 - y Imethy l)-2-o xopyrrolidin - 3 - (S) - yl] [3 - (5 - chlorothiophcn - 2 - 
yl)allyl]amino}acctic acid methyl ester trifluoroacctatc; 

{l - [l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (S) - yl] - 3 - (5 - chlorothiophcn - 2 - 
yl)urcido} acetic acid methyl ester trifluoroacctatc; 
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N - [l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (R) - yl] - 3 - (5 - chlorothioph^ 
yl)acrylamidc trifluoroacctatc; 

1 - ( 4- Aminoquinazolin - 7 ylmcthyl) - 3<R) - [(5 - chloro - IH indol - l - ylmcthyOam pyrrolidin - 

2 - onc trifluoroacctatc; 

l - [l - ( 4- Aminoquinazolin 7 ylmcthyl) - 2 - oxopyrrolidin 3 - (R) - yl] - 3 (5 chlorothiophcn - 2 - yl) 
urea trifluoroacctatc and 5 - Chlorothiophcnc - 2 - carboxyIic acid [l - ( 4- aminoquinazolin - 7 - 
ylmcthyl) - 2 - oxopyrrolidin 3 (R) yljamidc trifluoroacctatc; 

{[l - ( 4- Aminoquinazolin - 7 - ylmcthyl) - 2 - oxopyrrolidin - 3 - (R) - yl](5 - chloro - lH indol - 2 - 
ylmcthyl)amino]acctic acid methyl ester trifluoroacctatc; 

1 - ( 4- Amiiioquinolin 7 ylm e thyl) - 3 " (S) - [(5 - chloro - lH - bciizimidazol - 2 - 
ylmcthyl)amino]pyrrolidin - 2 - Qnc trifluoroacctatc; 

5 - Chloro - bcnzo[b] thiophcnc - 2 - sulfonic acid [ 1 - ( 4- amino - quinazolin - 7 - ylmcthyl) - 2 - oxo - 
pyrrolidin - 3 - (S) - yl] - amide trifluoroacctatc; 

2 - (5 - Chloro - thiophcn - 2 - yl) - cthcDcsulfonic acid [l - ( 4- amino - thicno[3 ,2 - d]pyrimidin - 7 - 
ylmethyl) 2 oxo pyrrolidin - 3 (S) - yi] - amide; 

7 - Mcthoxy - naphthalcnc - 2 - sulfonic acid [l - ( 4- amino - quinazolin - 7 - ylmcthyl) 2 oxo 
pyrrolidin - 3 - (S) - yl] - amide trifluoroacctatc; 

2 - (5 - Chloro - thiophcn - 2 - yl) - cthcncsulfonic acid [1 ( 4 amino - quinazolin - 7 - ylmcthyl) - 2 - oxo - 
pyrrolidin - 3 - (S) - yl] - amide trifluoroacctatc; 

6 - Chloro - bcnzo[b]thiophcnc - 2 - sulfonic acid [l - ( 4- amino - quinazolin - 7 - ylmcthyl) - 2 - oxo - 
pyrrolidin - 3 - (S) - yl] - amide trifluoroacctatc; 

5 - Chloro - benzo[b]thiophcnc - 2 - sulfonic acid (S) - [l - ( 4- amino - thicno[3,2 - d]pyrimidin - 6 - 
ylmcthyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 
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Thicno[3,2 - b]pyridinc - 2 - sulfonic acid (S) - [l - ( 4- amino - thicno[3,2 - d]pyrimidin - 6 ylmcthyl) 
2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 

6 - Chloro - bcnzo[b]thiophcnc - 2 - sulfonic acid (S) - [l - ( 4- aminO " thicnQ[3,2 - d]pyrimidin - 6" 
ylmethyl) - 2 - oxo - pyrrolidin 3 - yl] - amidc trifluoroacctatc; 

5' - Chloro - [2,2*]bithiophcnyl - 5 - sulfonic acid (S) - [l - ( 4- amino - thicno[3,2 - d]pyrimidin - 6 - 
ylincthyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 

2 - (5 - Chloro - thiophcn - 2 - yl) - cthcncsulfonic acid (S) - [l ( 4 amino - thicno[3,2 d]pyrimidin 6 
ylmcthyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 

5 - Chloro - bcnzo [b] thiophcnc - 2 - sulfonic acid [(S) - 1 - ( 4 - amino - thicno [3 , 2 - d] py r imidin - 7 - 
ylmcthyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 

5 - Chloro - bciizo[b]thiophcnc - 2 - sulfonic acid [(S) - l - ( 4- amino - thicno[2,3 - d]pyrimidin - 6 - 
ylmethyl) 2 oxo pyrrolidin - 3 - yl] - amidc trifluoroacctatc; 

5 ' - Chloro - [2,2'] bithiophcny 1 - 5 - sulf onic acid [(S) - 1 - ( 4- amino - thicno [2 , 3 - d] py r imidin - 6 - 
ylmcthyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctat c ; 

Thicno[3,2 b]pyridinc - 2 - sulfonic acid [(S) 1 ( 4 amino - thicno[2,3 - d]pyrimidin - 6 - ylmcthyl) - 
2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 

6 - Chloro - bcnzo [b] thiophcnc - 2 - sulfonic acid [(S) - 1 - ( 4- amino - thicno [2 , 3 - d]py rimidin - 6 - 
ylmcthyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacctatc; 

5' - Chloro - [2,2']bithiophenyl - 5 - sulfonic acid [l - ( 4- amino - thicno[3,2 - d]pyrimidin - 7 - 
ylmcthyl) - 2 - oxo - pyrrolidin - 3 - (S) - yl] - amidc trifluoroacctatc; 

Thicno[3,2 - b]pyridinc - 2 - 3ulfonic acid [l - ( 4- amino - thieno[3,2 - d]pyrimidin - 7 - ylmcthyl) - 2 - 
oxo - py rrolidin - 3 - (S) - yl] - amide trifluoroacctatc ; 
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6 - Chloro - bciizo[b]thiophcnc - 2 - sulfonic acid [(S) - l - ( 4- amino - thicno[3,2 - d]pyrimidin - 7 - 
ylmethyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide; 

6 - Chlorobcnzo[b]thiophcnc - 2 - sulfonic acid [l - ( 4- aminoquinolin - 7 - yl mcdiyl) - 2 - oxo - 3(R) - 
pyrrolidin 3 - yl] amide trifluoroacetate; and 

2 - (5 - Chlorothiophen - 2 - yl) - cthciicsulfonic acid [l - ( 4- aminQquinazolin - 7 - yl mcthyl) - 2 - 
oxopyrrolidin - 3 (R) yljamide trifluoroacetate. 

27. (Amended) A compound according to claim 1 which is selected from 

7 - Methoxynaphthalcnc - 2 - sulfonic acid[ 1 - (6 - mcthoxy isoquinolin - 7 - yImcthy l) - 2 - 
oxopyrrolidin - 3 - (S) - yl] - amide trifluoroacetate; 

1 - ( 4- Aminoquinolin - 7 - ylmethyl) - 3 - (S) - [(5 - chloro - lH - benzimidazol - 2 
y Imethy l)amino]py rrolidin - 2 - one trifluoroacetate ; 

2- (5-Chloro-thiophen-2-yl)-ethenesulfonic acid [2-oxo-l-(lH-pyrrolo[3,2-c]pyridin-2- 
ylmethyl)-pyrrolidin-3-(S)-yl] -amide; 

2 - (5 - Chloro - thiophcn - 2 - yl) - ethene3ulfonic acid [l - ( 4- amino quinazolin 7 ylmcthyl) 2 oxo 
pyrrolidin - 3 - (S) - yl] - amide trifluoroacetate; 

2 - (5 - Chloro - thiophcn - 2 - yl) - cthenc3ulfonic acid (S) - [l - ( 4- amino thieno[3,2 d]pyrimidin - 6 - 
ylmethyl) - 2 - oxo - pyrrolidin - 3 - yl] - amide trifluoroacetate; 

Thieno[3,2 - b]pyridine - 2 - sulfonic acid [l - (l - aminoisoquinolin - 7 - ylmcthyl) 2 oxopyrrolidin 

3 - (R) - yl]amide trifluoroacetate; 

6 - Chlorobenzo[b]thiophene 2 - 3ulfonic acid {2 oxo - l - [2 - (pyridin 4 yl amino)ethyl] 
pyrrolidin - 3 - (S) - yl} - amide trifluoroacetate; 



33 



m 



A2513 US DIV 1 



((6 - Chloro - bcnzo[b]thiophcnc - 2 - sulfonyl) - {2 - oxo - l - [2 - (pyridin -4- ylamino) - cth^ 
pyrrolidin - 3( - yl} - amino) - acctic acid methyl ester; 

Thieno [3 , 2-b]py ridine-2-sulfonic acid [2-oxo- 1 -( 1 H-py rrolo [2 , 3 -c]py ridin-2-y Imethy 1)- 
pyrrolidin-3-(S)-yl]-amide ditrifluoroacetate; 

Thieno[3,2 - b]pyridinc - 2 - sulfonic acid [l - (l - amino - isoquinolin - 7 - ylmethyl) - 2 - oxo - 
pyrrolidin - 3 - (S) - y 1] - amide tr ifluoroacetatc ; 

2(S) - (5Chloro - thiophen2 - yl) - ethenesiilfonic acid [l - ( 4 amino - quinolin - 7 - ylmcthyl) - 2 oxo 
pyrrolidin - 3 - (S) - yl] - amide tr ifluoroacetatc; 

6 - Chloro - bciizo[b]thiophene - 2 - sulfonic acid [l - (l,6 - diamiiio isoquinolin 7yl methyl) 2 oxo 
py rr olidin - 3 - (S) - y 1] - amide bistr ifluoroacetatc ; 

6 - Chlorobeiizo[b]thiophcne - 2 - sulfoiiic acid [1 ( 4- aminoquinolin 7 yl methyl) - 2 - oxo - 3(R) - 
pyrrolidin - 3 - yl]amide tr ifluoroacetatc; and 

2 - (5 - Chlorothiophen - 2 - yl) ethcnesulfonic acid [1 ( 4- aminoquinazolin - 7 - yl methyl) 2 
oxopyrrolidin - 3 - (R) - yl]amide trifluoroacctate. 

28. (Amended) A compound according to claim 1 of the formula 
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wherein Xu Xia, X3 and X4 are H: ^sa is a radical selected from the group 

consisting of 





W is S, O or NR^, wherein Ru is H, alkyl, aralkyl, heteroaralkyl or 



■ ; A is CH or N; and Ra is a radical selected from the group consisting of 




o J — V o 
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29. (Amended) A compound according to claim 1 of th e formula 
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-R4. is H; and R2 is a radical selected from the group consisting of: 




R4 . is H; and is a radical s e l e ct e d from th e group consisting of: 
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Rj. is H; and a radical s e l e ct e d from th e group consisting of: 
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